James A. Stockman 111 and S t e hen Landaw. Depts. of b e d s . and Med., SUNK, Upstate Med. Ctr., 'Syracuse, N.Y. Previous s t u d i e s have demonstrated t h a t normal i n t a c t red blood c e l l s (RBC1s) w i l l undergo membrane l i p i d p e r o x i d a t i o n and w i l l hemolyze i n v i t r o i n t h e presence of ASA+H202 but not w i t h e i t h e r agent a l o n e (Ped. Res. 9:326, 1975). In o r d e r t o determin whether ASA+H202 induced oxidant i n j u r y r e s u l t s i n RBC membrane p r o t e i n damage, 5% RBC suspensions were incubated w i t h e q u a l volumes of b u f f e r , ASA (25 mg%), Hz02 (1.2%) o r ASA (25 mg%)+ Hz02 (1.2%). Following i n c u b a t i o n , RBC membrane p r o t e i n s were s e p a r a t e d on SDS g e l . ASA+H202 r e s u l t e d i n t h e production of a high M. Wgt. membrane p r o t e i n complex (M. Wgt. 300,000-600,000) w i t h a d e c r e a s e i n o t h e r membrane p r o t e i n f r a c t i o n s . S i m i l a r changes were n o t observed w i t h ASA a l o n e o r H202 alone. Incubat i o n w i t h 14c-acetyl and 14c-carboxyl tagged ASA+H202 f a i l e d t o l a b e l any membrane p r o t e i n f r a c t i o n . Although p r i o r i n c u b a t i o n w i t h w a t e r s o l u b l e d t o c o p h e r o l i n c o n c e n t r a t i o n s a s low a s 0
t i o n i s more p r e d i c t i v e of i n v i t r o hemolysis than i s t h e mew
brane p r o t e i n change, such p r o t e i n change, i f i t were t o occur i n v i v o , might r e s u l t i n hemolysis. ASA+H202 induced hemolysis r e p r e s e n t s an i n t e r e s t i n g model by which t o study t h e m u l t i p l e e f f e c t s of o x i d a t i v e damage on t h e normal i n t a c t RBC and t h e mechanism of t h e p r o t e c t i o n a f f o r d e d by a n t i o x i d a n t s .
URIC ACID EXCRETION IN ACUTE LYMPHATIC LEUKEMIA ALL) N CORPUSCULAR VOLUME (MCV) IN LOW BIRTH WEIGHT
TS DURING THE FIRST 7 WEEKS OF LIFE. James A. Stockman I11 and Frank A. Oski. Dept. of Peds., SUNY,
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Although changes i n r a t e of f e t a l hemoglobin s y n t h e s i s appear t o be a f u n c t i o n of g e s t a t i o n a l age r a t h e r than p o s t n a t a l a g e , changes on o t h e r red blood c e l l (RBC) parameters a r e undefined i n very premature i n f a n t s during t h e f i r s t weeks of l i f e . RBC i n d i c e s were determined i n 40 preterm i n f a n t s (mean wt. 1290 g, range 880-1500 g) who were both vitamin E and i r o n s u f f i c i e n t . R e s u l t s were: The MCV f a l l s from t h e moment of b i r t h thus t h e r e i s no rel a t i o n s h i p between c e l l s i z e and t h e oresence of f e t a l Hb synt h e s i s . The f a l l i n MCV may r e f l e c t a n a g i n g RBC p o p u l a t i o n , a lthough t h e constancy of t h e MCHC and t h e continued f a l l i n MCV a f t e r a resumption of a c t i v e e r y t h r o p o i e s i s a r g u e s a g a i n s t t h i s . The change i n c e l l s i z e may r e p r e s e n t a n o t h e r a d a p t a t i o n t o e x t r a u t e r i n e l i f e .
Urinary u r i c a c i d , xanthine and hypoxanthine (UXH) were determined following v i n c r i s t i n e (VCR) and s t e r o i d a d m i n i s t r a t i o n d u r i n g t h e i n d u c t i o n and remission phases of 37 s u b j e c t s w i t h ALL i n o r d e r t o determine a p o s s i b l e parameter of d i s e a s e a c t iv i t y . Average d a i l y UXH (mg/m2) d u r i n g i n d u c t i o n were: Wkl:817, Wk2:577, Wk3:693, Wk4:803 ( n l . range 150-270 mg/m2). UXH excret i o n was no d i f f e r e n t f o r t h e 86% of s u b j e c t s who achieved remission (712 mg/m2/day) compared t o those who f a i l e d (707 mg/m2) The markedly e l e v a t e d UXH a t t h e time of c l i n i c a l remission sugg e s t s t h a t a longer i n d u c t i o n program might achieve g r e a t e r c e l l k i l l . S i m i l a r i n d u c t i o n UXH e x c r e t i o n s were found f o r those who u l t i m a t e l y r e l a p s e d a s opposed t o t h o s e remaining d i s e a s e f r e e . Induction UXH e x c r e t i o n c o r r e l a t e s w i t h c l i n i c a l evidence of tumor burden ( l i v e r -s p l e e n s i z e ) . During remission, the UXH exc r e t i o n was s i g n i f i c a n t l y lower (259 t 104 mg/m2/day) but 50% o f s u b j e c t s d i d e x c r e t e mild t o moderately abnormal q u a n t i t i e s o f UXH. UXH e x c r e t i o n demonstrated no tendency t o d e c l i n e over 48-60 mos. f o r t h e o v e r a l l group. Relapses occurred w i t h e q u a l f r equency i n t h o s e w i t h normal o r increased UXH d u r i n g t h e remiss i o n phase s u g g e s t i n g t h a t a normal UXH i n a p a t i e n t who rel a p s e s i n d i c a t e s a f a i l u r e o f VCR and s t e r o i d t o be e f f e c t i v e in t h e s e s u b j e c t s . Relapsed p a t i e n t s who d i d n o t e x h i b i t e l e v a t e d UXH with VCR d u r i n g remission g e n e r a l l y f a i l e d t o achieve a second remission w i t h VCR and s t e r o i d . Thus UXH e x c r e t i o n i n remission cannot be used t o p r e d i c t r e l a p s e s i n a l l c a s e s .
-EST FOR PLATELET HYPERFUNCTION. Marie J . S t u a r t and < d a t e i n c l u d e measurements of spontaneous p l a t e l e t a g g r e g a t i o n , d e t e r m i n a t i o n s f o r c i r c u l a t i n g p l a t e l e t a g g r e g a t e s , and p l a t e l e t h y p e r s e n s i t i v i t y t o t h e v a r i o u s a g g r e g a t i n g agents. P l a t e l e t malonyldialdehyde (MDA) formation i n t h e presence o f e i t h e r Ne t h y l maleimide (NEM) o r Thrombin was e v a l u a t e d a s a method o f i d e n t i f i c a t i o n of p l a t e l e t hyperfunction. In 1 3 p a t i e n t s w i t h e i t h e r spontaneous a g g r e g a t i o n (7113). o r enhanced s e n s i t i v i t y t o minimal c o n c e n t r a t i o n s of ADP o r Epinephrine ( 6 / 1 3 ) , p l a t e l e t M D A formation i n t h e presence of NEM was markedly i n c r e a s e d t o 3.96 t 0.16 (1SD) n moles/l09 p l a t e l e t s when compared t o a value of 3.10 f 0.25 i n 25 normal c o n t r o l s w i t h normal aggregation p a t t e r n s . Increased v a l u e s (p<0.0005) were a l s o observed when Thrombin induced M D A v a l u e s i n t h e p a t i e n t group (1.82 t 0.15) were compared t o t h e v a l u e s o b t a i n e d i n the c o n t r o l group (1.26f 0.19). S t u d i e s i n a l l 1 3 abnormal s u b j e c t s l a t e r revealed normal aggregation p a t t e r n s i n 7/13 on follow-up e v a l u a t i o n . Concomit a n t e s t i m a t i o n of p l a t e l e t M D A induced by e i t h e r M D A o r Thrombi now revealed a s i g n i f i c a n t decrease i n t o t h e normal range i n t h e s e 7 p a t i e n t s . Since p l a t e l e t M D A i s a byproduct of the p l a t e l e t endoperoxide PGG2, t h e s e r e s u l t s suggest t h a t p a r t of t h e phenomenon of p l a t e l e t h y p e r s e n s i t i v i t y i s i n t r i n s i c t o t h e p l a t e l e t and involves an i n c r e a s e i n p l a t e l e t endoperoxide s y n t h e s i s . Upstate Med. C t r . , Syracuse, N.Y. Neonatal p l a t e l e t p r o s t a g l a n d i n s y n t h e s i s was a s s e s s e d by e v a l u a t i n g p l a t e l e t malonyldialdehyde (MDA), a byproduct of t h e endoperoxide PGG2. M D A (n moles per 109 p l a t e l e t s ) i n t h e presence of N-ethyl maleirnide (NEM), o r Thrombin, was measured i n p l a t e l e t s from 1 0 normal maternal-neonate p a i r s , and contemporaneously from 10 donors who had i n g e s t e d a s p i r i n w i t h i n 18 hours p r i o r t o e v a l u a t i o n . A s i g n i f i c a n t decrease i n M D A i n t h e presence of NEM was observed i n t h e n e o n a t a l p l a t e l e t s , 2.46 t 0.61 (1SD) when compared t o maternal o r a d u l t c o n t r o l s , 3.23 t 0.31. Thrombin induced M D A was s i m i l a r l y decreased i n t h e neonate t o 0.90'0.19, compared t o maternal and a d u l t v a l u e s of 1 . 3 0 t 0.17. A marked d e c r e a s e i n p l a t e l e t M D A i n t h e presence of NEM and Thrombin was a l s o s e e n i n t h e a s p i r i n donors (0.25 t 0.14, and 0.10 t 0.09). When compared t o normal maternal p l a t e l e t s , both t h e neonate and t h e a s p i r i n donors demonstrated a b n o r m a l i t i e s i n p l a t e l e t a g g r e g a t i o n i n response t o ADP, Epinephrine, and Collagen. Mutual c o r r e c t i o n was obtained when both t h e s e abnormal p l a t e l e t s were mixed i n varying p r o p o r t i o n s . No mutually correct i v e e f f e c t was observed when n e o n a t a l p l a t e l e t s were preincubated w i t h a s p i r i n i n v i t r o p r i o r t o mixing w i t h a s p i r i n donor p l a t e l e t s . The p l a t e l e t d y s f u n c t i o n i n t h e neonate cannot be a t t r i b u t e d t o t h e observed d e c r e a s e i n n e o n a t a l p l a t e l e t prostaglandin s y n t h e s i s , s i n c e t h e amount synthesized appears s u f f i ci e n t t o cause i r r e v e r s i b l e aggregation of p l a t e l e t s from a s p i r i n -dpr~gfiy~:ho were unable t o s y n t h e s i z e t h e i r own endogenous prost* P
ADR induces cardiac t o r t c i t y by peroxidation of cardiac l i p i d s . Cardiac t o x i c i t y and l i p i d peroxidstion a r e reduced by a-T i n the animal m d e l . h l o n y l d i a l d e h y d e (MIA) formation was measured i n human p l a t e l e t r i c h plasma (PUP) a s a measure of l i p i d peroxidation. There was a r e l a t i o n s h i p between the concentration o f ADR and the amount o f PUl

